19/37, DE/36 



(Item 36 from file: 351) 



J9559124 WPI Acc No: 93-252671/32 
XRAM Acc No: C93-112308 

Bispecific antibody for cancer treatment - composed of an anti C-@erb@ 
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The antibody is composed of an anti C-@erb@ @B@-2 gene prod, 
monoclonal antibody and an anti CD3 monoclonal antibody. More 
specifically, the anti C-@erb@ @B@-2 gene prod, monoclonal antibody is 
SER-4 and the anti CD3 monoclonal antibody is OKT-3 . 

USE/ADVANTAGE - The bispecific antibody is effective for 
cancer treatment . 

Examples are as follows: (1) immunisation of animal and 
prepn. for an antibody producing cells where 6 week old BALB/c mouse 
was immunised with human breast carcinoma cell SK-BR-3 (ATCC HTB 30) 
and after final immunisation, spleen was extirpated and red blood cells 
removed were used for cell fusion; (2) prepn. of mouse myeloma cells 



where 8-azaguanine-resistant mouse myeloma cell line P3-X63-Ag8653 was 
used. (3) prepn. of hybridoma where mouse spleen cells obtd. by (1) and 
mouse myeloma cells (2) were mixed in a ratio of 10 : 1 using PEG-1000 
as accelerator, fused in MEM-DMSO mixed soln. , hybridoma being selected 
by twice cloning on HAT medium; (4) prepn. of an monoclonal antibody 
where pristine treated 8 week old nude female mouse was used; and (5) 
prepn. of a bispecific antibody where obtd. monoconal antibody OKT-3 
and monoclonal antibody SER-4 were used, and fragments Fab' -S-NB and 
Fab'-SH prepd. from these monoclonal antibodies were mixed at 1 : 1, 
incubated at room temp, for 4 hrs . and produced reconstructed F(ab')2 
was isolated as a bispecific antibody. Dwg.0/4 
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anti CD3 anti c-erbB-2 
F(ab')2 F(aV)2 
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z DTNB 1 





S-NB HS 




V. 



1 

[#ff»#©«Sffl] 

1 ) tac-erbB-23te^#) : e / 2 

[»*S2] ffic-erbB-2«^M&*/*n-7-;l^irtt: 

[ffl*S3} ffiCD3*/*a-*;i4a#:mT-3T&<5ffi! 
1 £«©/t-f 7 ^ y 2 Sift 

[0 0 0 1] io 

imm±.e>mmttmi *%w\x mfemz^mwux 

[0 0 0 2] 

-(Nature), 3JJL. 354-356 (1985). m, 314^ 628-631 
(1985)) . /WWs7<( y>?tiL#t\t, 2 i» 

[0 0 0 3] /WX^7^">^$i#:*#®-r«.^Ffei: 

5 5W-3-(2-K U v^i^^-;W-^n t!**- h (N- 
succinimidyl-3-(2-pyridyldithiol)-l>ropionate) -^S- 

7^f H CS-acetylmercaptosuccinic acid anhydride) . 

• XCrX-^V *>?)l" ^x-f ->>(!. Exp. He 30 
d.), 163, 166-178 (1986)) , -f 2a; tfU?*)>& : f' 
©Fab 7 7 iO< > h £ 5 L UT$^£ < fP&T S 
*S C3-nt!7>- 3?*-^'*^"f Ayn^- 
(Eur. J. Immunol.), 19, 1437-1441(1989)) ft£#f8& 

[0 0 0 4] «0s«tm«38fcJ;-9T. #003^/:? 

>ty HLance 0 , 335. 368-372(1990). -fAyDv>- 40 
• Mx-dmmunol. Today), 12 ,51-54 (1991)) . *> 

£lSlg&fc&i8fc£©i&*£fcrt*TJgi& 
[0 0 0 5] b hc-erbB-27*n \>*>u i?->M®<Dm 

>H • -feJV?- • A*-f Ji-u^-Qlol. Cell. Bio.), _?, 11 
65-1172 (1989). A*-f ^S.fJ)V • W^T-tJ • 50 



ftiWS- 1 7 0 6 6 7 

2 

>X7£v'3>(Bio.Soc.Trans.). 16, 675-677 (198 
8)) . 
[0006] 

[^W^«P*U<fc5fr*RS] #3&K©B8jte. SO 
[0007] 

i%m&B&.?z>rztf)<D¥m *»wic«tn«. $tc-er 

t*«T€T-&. c-erbB-23te?t-e©3l^». «>«r©fch 
T, ffiCD3ty^D-^;P^#£Sic-erbB-2*y£n- 

[0 0 0 8] &TF\Z*f£W*mm\zmi-rz. c-erbB-2 
©t*0ff5. c-erbB-2«£^g<gj£SS$&Sil>TV>£fc: 

h nmmmftts. z & u ^n*® mm t ^ •? x ©# 

mmmmt&M&zitT/wfv h-tsmi/. c-er 

bB-2»^g#>£3£KUTV>5*fflSa££J&U c-erbB-2 

-^JMK#£g£T£A-1'7'U F-Vfc&JRTS. g[A 

v9X&K*&ft:3«. K«^«c. *fctttt*J:97'n 
T-'f >A# 5 AS: t'TfifSJ b}fct>(D&ftc-erbB-2ae^ 

m®*;9u-i-)vk&<Dm®VL#tLTm%-r%. cd 

[0 0 0 9] 2KO«t5ICUT#5n-5 2a© ; E/ : ?n- 
tJPR#S^^^>^/VH >tjffiiU F(ab' )i77 

-f K-;KDTT)ftt**ffl^TS7n-rsj:tlc«kD. iffi^E 
©SH-SS^rr5Fab'-SHK*tfe1-5. ^fcffe 
©Fab' -SH *5, 5* -^^tfX-2-n h D^>\Af y^T 
r ; (DTNB)^^:■r^!la•r^)^:^:^c:«fcOFab , 77^> 
h©- h ^^>^^>SI^^-C*•6Pab• -S-NBt«mf 
•5. HSn-SFab'-SHiiFab'-S-NBifcil&U Fast Pro 
tein Liquid Chromatography(FPLC)^: l J:T7*IS'f'5C4: 

/WX^->7^y^Jn;^*^S-r5. 
[0 0 10] *^W©AMX^->7-< y^ta^ 

©SSjgft*#iBBCiftW-r-5. 

(i) gi^©fei$t$i«:s*aa)ia©i«ss 
c-erbB^a^f m.mz%-$%=tj v n-^-;vet#<of^ 

K: 3-2 0ja^©V^7Xifctt7^ McttK (c-erbB 
-2®e?^&SS5!SbTV^«iBa) Sfc&UT, •?■© 

id!»©8*, u>/tas, *ffiji+©$i(*:jg^iffl^*»«t-r 
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3 

h (Complete Freund' s Adjuvant) , &Tz.\$X&Vc7 )V 
[ooii] ttKoS^tt. i®@©ig:4©&i~2SI 

ia*^fc5~l 0Ilff5. &&#&3~7BBKlBBIis& 
RS<fcDSitil/. *-©jfa?S#!iiIg£K^5 

%&Mfem mm%.&mfe& (el i sas) : m^m 

BSPJ 197630 Jte^TICc*. &&fcfflV>fc!aEOC*f 

[0 0 12] CD3fc#TS*y*P-:h;Hia#©feS8 : 
3-2 0l^CD7«)^*fctt7 9 Mcttff (k h*f8ifii 

l~2MKfe^tC5~l 0|elff5. &&-£«3~7BB 

»u *©jiini#»-i-»3a:ft#Mi*«ufcT^^*fctt9 
[0 013] iMtt&fttiM(iB©ateicft-r«iz«fc 

oT, *NMMt©*tttt4ft3~7BSE. Mlfc^T 

U ftbdlB (l,200rpnu 5#) ±tit&&T. 
HUX-ittfty^^AWWK (PH7.65) Tl~2# 
nffi9L-*JliL*£Rt£l-. MEMigifiT3uUifc&UTBS 

[0014] (2) itmmmmm 

JBTS. 8-71f^7X>iirav<7X (BALB 

/c**) #MBffflfla^P3-X63Ag8-01(P3-Ul) ta'-Dli 
T> • ±)V • :fr7* • -Y hJ Uz>— (Ear. I. Immuno 
1.), 6_, 511-519 (1976)) . SP2/0-Agl4(SP-2) C*-f 
^-(Nature)^, 269-270 (1978)) » P3-X63-Ag865 
3(653) VJ^-±)V - Or? • -TA/U^-a. Immuno 
l.),123, 1548-1550 (1979)) , P3-X63-Ag8a63) 

-(Nature) ,256, 495-497 (1975)) ft£*#fflV>eft 

znzom&mt. t-rwr-ym* opmi-i 

640«%t^;^5> (1.5mM) » 2 -^k^r-X*/ 
-JV (5X10" S M) , 3 Jx.>9H l/> (10tfg/ml) 
fciWIMMlfll (FCS) (CSL*fc|g, 10%) £2J0 
*.£i§«l (KTiE*l6*tV»5) It. 3&IC8-7W 
7^> (15izg/ml) SJnAifcfcift) -CttftfStf. fll 
RUB£©3~4Bfl£iEttiftJifc:feftU 196^Jc2x 



(3) #M¥5-170667 

i o'fl&u©iuufc*vft'rs. 

[0 0 15] (3) 

(i) TfcgLfc6*©ia#g±*fflBS£: (2) -e#&n 

fc1HIMIiB*MEM«**fcttPBS CJ>Slll7-h 
U9A 1.83g, D>*-*U9Z» 0.21g» fttt 7.65 
s. M*lUyW, PH7.2) T«k<ifc#U IRttft 

a*. tf.#m±mm : #iuumb= s-iorica:** 

(1.200rpm. 5#) Lfcg, ±fii£ 

i0 3 7 *CT?. #UX5 L k>^»J 3-^-1,000 (PE 
G -1,000) 2 g, MEM6»2ml*J;tf^^fJW 
;HMr~>H0. 7mr®fiK0. 2~lml/l 0 8 #i# 
K^MBftAl^ l~2$>W#fcMEMJ§jfcl~2ml 
&&.®ta}Ut& MEMJft*&2nA.?£fttf5 Omit: 
fcSckSlcfS. S&£MI (900rpm, 5#) 

KHL?9«^*l3MB£HATttJA (JE« 

mmz tJp^U->?> (10-«M) » 5=-3 5?> (1.5X10 
- S M) *5«fctf75./7*-7 L U> (4X10- »M) SiP^fctg 
a? ifi) 10 0mlff>lC®iS-r-&. 

[0 0 16] t©fiS»S9 6^Sflyi/-H:io 

0itl/A1*^»ftU 5%CO: -f>+n.^-^- 
«t», 3 7 "CT 7 ~ 1 4 B MfctiT*. ««±flt. 
©-«fttOH*ftlSEWiafckfifcJ:D» c-erbB-2jt£ 
?MQ>>&%mV~C»Z>MmtE.fcV. c-erbB-2fiei t « 

«j*^SbTi^vi«i)iatK*;i/^ww7'u h-vs 

BtlDSU ClBBttHT** (HATW575; 
5<7 ^5) , ^bT^tt^ffi©^»^nfcfc©^ttc-erbB 

[0017] (4) */^-7-;i4ft#©mK 

7*UX^>«ia (2,6. 1 0, 1 4-f h7^?M> 
(Pristane) 0. 5m 1 &HKrtS#U 2® 

(3) T^^ntlfic-erbB^jS^jg^y^ 

40 ^D-tARMtA^'J H-VIB2X 1 0 6 ~ 
5X 1 0'lffll&/BE£l|gErt&l*-r5. 10-21BT 

/W7*u H--7iifi*Sft;-rs. i©v^^i()ieffi*s 

ftBU S<Ci>^H (3,000rpm. 5^) UT@^»i£»S 
^. 40~50%«^K7> ; E-'7ATm«rL, DEAE-t 
7rD-X*7A, ^Df^>A-*7A»5WJtJl' 
D75"f>GSL20 00 (£flS^lMitt&) ®*5A 

r*. 

[ooi8] gi#:©-y-7*^7X©ft5ett, ^^x^y^ 
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5 

7 4 vir-ib. J u^-ftW £ffli^Tf?5. SSfl;©£ 
fitt, n-U-i£^«fc^280naT?©©3tftit)ei±lbT 

[0 0 19] (5) MX^U vVWWtf®. 
'fA;D«/-O.Inuol.) 1 m p 2895 (1983)] £DTTfc 

Stc-erbB-2«e*^ ; Ey 9 D-^-;^#©F(ab* )* 7 
7 > r- fc^tt 0 DTTfc £©MtcS!1£J8 V^TStC U 

#e»n*Fab' -SE&VJV? h y ?7 ^ -t«»-t 

[0 0 2 0] Fab'-S-NBtFab'-SHSl : lTjg^U & 
^fH'f >+j.^—>3>b, ^Sn-5PI««F(ab')2 

[002 1] 

( 6 ) tuz^yy* v zttfcoKfc&om®. 

(5) •Cf^ilSnfc/^X^>'7^ yVmWhMYVy 
/^*«tZ/c-erbB-2jte?«!|!iSttifflBat©JxJS:ttSS 
3tfit^J* OfiMiT-ay;!', E.Harlow. D.Lanetg, 
Cold Spring Harbor LaboratoryTl 1988^) fcizfck 

[0022] 

(7) m^->7^ v vmw%mwhzk- 1 - 

t h*ffijMU >A^^-fe;i/V-^-Sffl^TCD4RittT 
tnBe^KU iftCD3ia#£'f >*-n-f*>-2(IL-2) 
©ffftTT JSatf * H t J: •? U >K1* £*Sttfc (STF 

CD4 + «\WW* 5 -Ifflie t« 1 Ci-VWM Lfcc-erbB-2JI 
£?£&l5§14ifflBa£/MX<~>7-<' y£*x#©#ftT:i3 
«fct/##ftTTJgSSU 5E«iffllia^6)Ji«|-r«."Cr©^ 

[0023] 

(8) /WX^>7^y?tt#©ta|g£$*-2- 
S&fcCM* AJW1-/*7-iBHiatc-erbB-2ae^g«!) 

5 Jit let DttB«»«en^«. «Tfc*55W©H*S 

[0 0 24] 
[Hffifll] 

HJSCT1 

(1) ftfe©^ita#g£ffl®©iai$l 

6 ffl^BALB/c V 9 X IC, c-erbB^JUg^ g$ £ JfSflJg b 
TV>5fc ha3SiHBM-BR-3(ATCCS^HTB30)iKl 1 X 1 0 



(4) #S¥5-170667 

5 

IC1B. W-6IUfi^Lifc. !BlEtftRSJ:D8iliLU ■*© 
Jh*tt#fie»3iaft#i6 0ft#S(W7=a7Jk E.Harl 
ow. D.Lanetg, Cold Spring HarborLaboratorypJ, 1988 

3 BftfclM&tttt!lr&. MfSSMEMiSift (Q*sm 
3J0 *TNI»rU k!>-feyh-ee<U jfrbft* (1, 
200rpn> 5#> ±i**»T. *>UX-ififl;7> 

-e:r<7AS3c (PH7.65) Tl~2*MWrai/*^ett£ 
U MEM«F«T?3H«»bl«Bfflr&Cffl^fc. 

jo [0025] (2) T«7x#iiia«te©igs! 

8 - 7-y^7->iStt-7^X#SIHiSiiattcP3-X63-Ag865 

ssiiMFircJMi;, tgf&it&ft';: 2 x i o'tt±©aa 

[0 0 2 6] (3) /Vf 7*U r*-V©f£§S 

±ta (i) T#6tifcv7XBtiaiiiat±E (2) t#s 
nfc#iieai3at*i 0 : ncasi^^u s<t>& 

SI (l,200rpin. 5#) ±«<§H£T, i£»L;"ij0 

JB»ftJ:<S<b&«» *J*Ufc**&. 3 7*CT?, #'J 
X5 1 U'>^>J 3—^-1,000 (PEG-1,000) 2 g, M 
EMig*2m 1 *<fclXv^^;VX^^->H0. 7m 1 
©jgJStO. 2~lml/l O'V^XBMBtefcilll*.. 1~ 
24J-WftlCMEM«f*l~2m lS»@JP^.fcft, ME 
MSifi&ai^TikS^5 0ml \Z&%&5\ZLtc. &b 
ftM (900rpm, 5#) ft. ±tt«flT. «>S*j8>K:I»B 

S-t»*»fciBUfiSHAT*S»l 0 0m 1 +tC!»g|Ufc. 
[0 0 2 7] C(D«IK«'9 6ft«*ffl7V-HCl 0 
0 *i 1 /5S[f9»aU 5 % C O2 -f >+a.^-^- 
3 7*CT! 1 0~1 4 H iMthflfaWSK-B 
50 R-3*fflHS£:RjfcU c-erbB-2fie?SlJ*%SbT^^ 
V^NIH-3T3 (ATCCS#CRL1658) t \tR& LUWx. 

[0 0 2 8] £©/Vf 7*1) H— TSER^roS^I - **/ 
a-±^$t^SER-4tt, c-erbB-2Sfc^g<8J«:?SSL 
TV>^bMj6iHi8*IKAT0III (ATCCS^HTB103). t hTC 
l»)i!BiflaLS174T (ATCC#*fCL188) , iS&tfWXmm 
lR-m\Zc-em-2i&&=f-&mX L> c-e TWr2&&f'jSftS 
40 *ftmL?Z£5\Zll^tzmmi-l5t&<E.l&^ c-e 

•7 >7 XWSNIH-3T3ICEI ras jfiG^P SSA 1/ fclfflERASc 
D. fc«tr;b h B*M*5'J >^-^-«3^Dandi (ATCC#^C 

CL213) t tt£ < b ^ 1 fc. $1003^ y ^ d 
Si^iro^Ttt. ^En;#£garr5/vf 7"U H-^okt- 

3 CATCC#^CRL8001) ^ATCC«t OBSALfc. 

[0029] (4) *yi7a-^-;v$i#©Sifl 

7*UX^>«l31bfc8ffl^X-HltV>7XC±fB (3) 
T#^nfc/W 7*U K-V<fc5~l 0X1 0 6 ffl8a/E 

50 £^n^tt9j©v?xfcr«&rta»ufc. 10-210 
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7 

7Xfr£. (l~8ml/|E) U (3, 

OOOrpnu 5#) bT@^#£Rfc*Lfc. 
[0 0 3 0] ^/?0-^ft##IgG©£€«> #5 
nfcBWcfttl#/ty7 7- (1.5M^'J-»-3M NaCl, 
pH9) -Cjg#H£7*P5M'>A — b77D^*5A (7 

7- (0.1M?X>® PH4.0) TlgGli^&^abfc. 
igHJ&ffiflS^HJ^AO. 5M^DnLfcPBSTT* 

[0031] t/i^cDU-^^x^^x^y ifo—r)V 

ftfr94\i>if*vY-n&&.\,1ttZ.?>. c-erbB-2Jt£ 

^mmzntttj t> p-^;via#:sER-4raigGi. cd3 

tCWTS^y i'n^— ;H^#:0KT-3tt, IgG2atf*o 
tc. 

[0 0 3 2] (5) /^X^7-Y?/#8tft©f£Sl 
^/£P-:f;VJi;#0KT-3&^7'i'> (5/^-7 (Sigma) ft 
W T0.1M^X>KA-y77-(pH4.1)^ 3 7*CT2 

3§KJfctt. 1M NaHCOa £Jq*-TpH£ 8tCJilfSitfc«t 

X^-f>#&T, 8tt*fc/W> C7-^>hXWorth 
inglon)a§£) T3iiiM EDTA£-£tf0.1MBfcgA*y 7r- 
(pH5.5)«K 3 7"CT?3Nfra*a ! 31L'TF(ab , ) a 7 7^ 
>h£WSbfc. £©»il?Efcf*&il$«£lOiiiMfcfcS.J; 

fc LT# Sftfc 2 S©F (ab* )!7?W>h Z^tl^tl 

[0 0 3 3] ^/pa—ffrtiiMKi-SWYWhyyif 
/>hS0.5mM DTTT?30», pH7.5-CjaaUil7Cl/fc. S 
TcJSBStt. DTNB («*Sf«ffi5mM) ^fiKUfcF 
ab'-S-NB£^;l^P^h^77^-Tiii|8tU&. 
n-^St^SER-40F (ab* )* 7 7 ^ ;* > h 9 0. 5m 
M DTTSfflViTSTcU Fab'-SHSy^nvh^77^ 
-TfitfiUfc. Fab'-S-NB£Fab'-SH£l : 1TS£U 

[0 0 3 4] 

(6) m7^-/7^ yi'Si#OKMOi8i? 
S14ftCD4 t '\;P/1-/^7-aBBafe<tlXNIH-3T3aHSKc 
-erbB-2*e^*»A U «rbB-2»«^*l&fciMB» 
T*J:5lC&o&littM-15K*rJ"S±B (5) *C(P« 

s n&yw x * v 7 v v m><r>&m&ik%mmz. 

*DH/*£. Kf&mzyn— )M V* HJ-(FACScan) 

[0 035] flH4ibCD4 + '\^-/^5-iaa)iac^uT 

tt, * /^P-^ffiftOKT-SfcAMX^v^ yi'Dt 



(5) #51^5-1 70667 

ifc. -73. 80&A4-15fc:**l/Ttt, A*-fX^->7^ 
Si^t^y^P-^Ha^SER^KEjSl/fc*^ 
n-^-;i/ttft:0KT-3ttS^U^ofc. C«Di:5t» 
asnfc/WX^/7>f ?9fttttt£D3BttiJ >Ai*£c 
-erbB-2«firFmH**«B©H*fcElKr««tt««* 

5 snfc. 

[0036] 

(7) /HX^i'7w'y^#©ii«»2&*-l- 
JgttfcCD4 + -^JW t s 1 Cr-Cg&IS Lfcc-e r 

7<C9 9Wt (1/xg/al) ©#4Ti3<ktf##&T"e 

4«w««u jasn*w»6wrr* ,i cr©*> , THi 

-5SY11. A4-15, IAT0III. LS174T©&fflJ8ttitS35K:50£ 
Ufc. ~7>\ e-erbB-ae?S«fi*aUTV»ftV>llIH-. 
3T3, RAScD, Daudi©£lfflJ!a««i^5Eis£U&*V3 
fc. 
[0037] 

2? (8) rt^X^Wo *ttflHD8UBIBtt*- 2 - 

«ttfcCD4*^A-/*7-lfflB&2 X 1 O'fflt&SJS 
1WJ!&2X1 0 6 <a*/WX^->7-T •y^S*(10Mg)t 
£feCfl&U BALB/c X — F T *7 X KST^ffi h tc, * 
©He*. * 4 3 K. c-crbB-2S&?Stt£tt 

»abTV»««IBA4-15 (H4-A) £LS174T (B4-C)T 
SfftftXW ^JW^-/*7-8atetA'-1-X^->7^ 

M9m. «ttfcCM^;wi-/*7-«fflJ&#&4BiS, a* 

50 Bab&tifefr'sfc. *fc, c-erbB-2Jte?S«)SSSSl/ 
TV>a:V»|IBRAScD (H4-B)T?tt, tM9. ffitt^CM* 

[0 0 38] 

[5!WO^i*] *»WfcJ:nHW©J&«lC3(HW:jWe-er 

7-;^5S5/H^^i'7-f ^ 
«. 

[0ffi©fiS*fefiW] 

40 [01] ®lE3tt, A'-fX^->7^y^jK^©^SS 

[02] ®2Stt» n*tA«.*s7jC9 9W*£&Gfo 
CD4*A*/t-/*5-liB (HA) *«tr/iffliaA4-15 

(HB) 'tORjKftflBttittfrft-Pll'C 7n-U-f 
hU-(PACScan)T?»*rUfcie*&^-r. a ; 
!6$-&*V>t^©S3te/^->. bi^/^D-^gi 
^0KT-3*KlS$-&fct€r©A^->. c;^J^u- 
7-JVtt^SER-4SEJ«:$*«:t$©;^->. d ; A-f 
X^v^-r y^jR^SH^-B-fci:^©/^^-^. 
50 [03] ®3 0tt. /WX^5/7<ry£ffitt0&UliS 
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(6) 



[04] St 4 Btt. A-* X^^7 ^ y *ta#©SiJ»Bi 



#^¥5-1 7 0 6 6 7 



JO 



AScDfffll& m 4 -CS(iLS174Ta3iatCfe(t^tr[M^S: 



mi] 



l®2) 



m2m 



anti CD3 anti c-erbB-2 
F(ab')z FUb'h 




l DTT I DTT 
2DTNB } 




e 



S-NB HS 




[03] 



Target c-crt-B2 
cells expression Q 



20 40 60 



J00 



NIH-3T3 No 

SVll Y« 

A4-15 y« 

RAScD No 

KATOin Yes 

Daudi No 

LS174T %s 



Y///////////////M^^^ 



1 



JL 



J 
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(7) 



4$H¥5-1 7 06 6 7 



[04] 




0 4 8 12 16 20 24 28 



30 



20 



*7 



I L 



/ 



-I 1 I— 



Jl I 



0 4 8 12 16 20 14 28 



i0 rc 



10 



4- 



t-r-v-»r« 



0 4 8 12 1$ 20 24 29 



(sDint.ci. 5 mm^ ffnmm^ fi &ffi&mffi% 

C 1 2 N 15/06 

C 1 2 P 21/06 8214-4 B 

21/08 8214-4B 
(C 1 2 P 21/08 
C12R 1:91) 
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